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« I ICH.W tfctt W 



(CH2) p — CH=CH— (CH 2 ) q — 

CH-(CH 2 ) r — 

£^*>U R 1 fcMcSWf-t/itiC 1 - 4 7Wi^*)U R 2 »± (i) tK 
ifjf^ (i i) (iii) 7x-;HJ^IiC4-7v 

^DTWi, (i v) Sf&JS(^lffifc<£fr4~7JMi3iL (v) ^V^f>St 

(v i) M^Mi L l'j®'lr^-tp4 - 7M#^Tam§ttTV^C 1-4 7W* 
R 3 (i) Cl-87Wi, (i i) 7i^.;u*^/ctiC4- 
7^D7;V«, (iii) ffl*JBSC : ?HH«:*tr4-7J|JMl, (i v) ^ 
>"bVtf^liC4-7y^n7;i/^r;H-et^$tLTV^C 1-4 7WS 

(v) M^lE : f-H@^'^tp4-7M^.m-egm$tT--Cv^C 1-4 7WS4 
£*>U e li 3 - 5 <r>W8&We U f *± 1 - 3 ofiE&fc^fr U piii-40 
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iV=CH- (CH 2 ) s -tt> 5UiOai^t±bOffi1E^jBf^i-4*OfcL, 
R 2j3«fctj?R 3 4ioH»±, 1^^P>31S0C l-4 7^;Vi, Cl~4 7^3 

1] (I) ^$*L***2/A»ilWfr& , l) (E) - [5 

- [2- [1-7x^-1- (3-e>;v;v) ^fjf^r^t^v] -x* 

-7, 8-^Knf7^V>-l-^;vt^>m £fc(i2) (Z) - 
[5- [2- [ 1 -7x^- 1 - (3-t: 0i ;v;v) JfVT^t^y] 
x^;i/j -7, Knf7^V>- l-'f^^r^Sfe*C*4»^l 0 

[»^12] 7n^^^7>v> (PG) (±) - 

(1R, 2R, 3aS, 8bS) -2, 3, 3a, 8 b -T Y 9 Kn - 2 - 1 
Kndrv-i- [ (E) - (3S, 4RS) -3-t Ka^v-4->f;V-l 
-**7->-6 -lH-y^n^>? [b] ^>77 7>-5-7"^ 

tbU^A^, 2) 5- I (3aR, 4 R, 6aS) -5-tKo*V- 
4- [ (IE, 3R) -3-fcKn^v-3- (4 - 7°nif;l/v^nA^v;v) 
7n7-l-i-^] -3, 3 a, 4, 5, 6, 6 a-A^rtt Kny^o^> 
* [b] kfn-;v- 2 ->f ;v] ^r/t-^f^f^ £fcte3) (5E 
) -5- [ (3 a S, 4R, 5R, 6aS) -4- [ (IE, 3 S) -3-v* 
n^>"f-;v- 3 - 1: Kn*«>7*n7*- 1 ;v] - 5 - t Kn^yA^ft K 

(1H) i&mnMo 

[it 1 4 ] m5mmzmito*<o'7vx9y?>i?> (po i2r=r~ 

[Sf^l5] »§?L» ic^go 7°n^^7>y> (PG) 12 73'- 
[IS^16l Pf&afr&fc^Jfr&yn;**?' (PG) 12 7^ 
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I»*117) Bi?Llftt/^^*07 p n^^^7>v?> (pg) I27=*\=. 

v> (pg) nr^Kofio 

> (PG) I 2 7^ hWfMo 
) I 2 7^h(0fffl o 

(PG) I2 7^hO«ffl 0 
[If ^2 2] 

[f*S2 3] 7"n^^77>^> (PG) I 2 T3*~X h ^^^fiCfi-hir 

[ft*^2 4] yn^^^7>^> (PG) I2 7^^ta^fct 

[0 0 0 1] 

7"n^^^7>r/ (JJJIT> PGtd&to) I2 7^fM 

[0002] 

s^is^m, jtm^ mu w$u bmu &j:tf#**««iffljik ^$5» 

(simple duplication system) fci£]foJHlI&OH&03fl|fc % *fclffl 
JI&Ji«l*^U/i* (stem cell system) t**** 0 JfiLtfr^ m&.) KltZtlh 
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0 2oo^^^-f-^,i;§^tL-Ci3i5 % CltLibti, VEGF (Vascular Endothelial 
Growth Factor : JfiLWl*J&»i#$g@?-) , HGF (Hepatocellular Growth Facto 
r : m&mmmm^-) . FGF (Fibroblast Growth Factor : m&Wmffltf&m*) 
, #£ZmF (Epidermal Growth Factor I li&MffiMMm^) ^<D|*Jg1£|^jgB 
T-fem K X Z> S% # $!«^ <b OjflLWplEfflJia (stem eel 1) j&*JfiL« fc^jjfc-f 

[0 0 0 3] 

1lttt7i«) , Afr^CL (ftttJBfife, MnftjfiLiEEMO > mm 

> »«m*i§^ *u->mm , 

CK*<K ^-*>v>«, 7^7M7-H, , «gm 

(wm^w, jpmm*) , mmnmmmm (ptca 

(percutaneous transluminal coronary angioplasty : ^j£^W*Et!jJllR^J&#) 
btlX\s*& (Biochem. Biophys. Res. Commun. , 220., 639-644 (1997) ^#BS) 

O 

[0 0 0 4] 

ftmmm®**frLfzwtkmm±, !&wm&. mm m&*g?m, mm, w 

ifr^i:LT&B£*L, ^o^o^**Ba*tt»JR«<fc3S (arteriosclerosis obi 
iterans;£Tr\ ASObti&to ) ^ W/-#i, 3fefc£ 

[0 0 0 5] 
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$J £ If, ASO^v*- V * £ *L& WSttJMgJlll^WEWom^tt TOtt 

& i rm^ a^oTKAjiiLWffi^ojBrt rta-^tw £ & m.&&mm (circuiat ion 

21, 1114-1123 (1998) t5 <fc C/Gene Therapy. , 8., 181-189 (2001) #88) **BS 
[0 0 0 6] 

*U &BS*tTV** (THE LANCET m 427-435 (2002) #15) 0 >bWjUM> Sfcfr 

m & ^ x t> > i&«Slo jfiL^t * t- - f - ;v -r \z%&z.fib<D mtt*>M 

mmmzmx-tzzt-hmmt**), &&&&&& t tTBtacjsffl$*Loo*s 
^mm+mmmmnmzi&mK^ mmrn, . jhjb- 

[0 0 0 7] 

ptca (^^wCTM^tT) tmftzn*&ft%^i)mbfrx^2> 
«rt&*BJ!&3&*ta« $ i k x *) m&*i>mt& $ - 1 e> tix ^ * 0 s 
«-et±4:v» 0 ftia, fotkww:. mmm (9^^^>m , jsnvpumv^z? 
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[0 0 0 8] 

yn^^^7>y> (PG) I2ii> K^lfc***-- KfcnftftL 

[0 0 0 9] 

«x.«r , p G i 2 r a*-* b fc t-c^^-ejgffli-^miB-^ ( i ) -e^s 

#i¥6-8 7 8 1 1 ^TO#T*I1^$ tiX^ZtiK l*I@1»«B?- 

ftm^xi), &mmm. ^xxmmm^m • mm u&smm im^mirz 
uwnt^< &v>u m^^tix^^o 

[0 0 10] 

ttz, Diabetologia. , 40, 1053-1061 (1997) "Ct±> PGI 2i£S#t?&&^ 
(Beraprost ; (±) - (1R, 2 R, 3aS, 8bS) -2, 3, 
3a, 8 b--r h 9 Kn- 2 -fc Kn^y- l - [ (E) - (3S, 4RS) 
- 3 - t: Kn^y-4-^f;l/- 1 -^xV- 6 ->f - 1 H-v^n^ 
[b] ^/7 5V-5-^>H- ^"h V-fAt ; ^#|jFttl#I) ^ 
, in vitrofci5V>T, JflLWrt^«T^HGF^^ii#^^ ftftflll&WBfft& 
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Diabetologia., 40_, 1053-1061 (1997) 

imexm 1 1 

#r^¥ 6 -8 7 8 ii ^mm 
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x^^ve^ (pg) i 2r=r-*K -witar, hrs* (i) -e^s*.*** 

o 

[0 0 14] 

PGI 2 7^b -flfc^ (I) -C^StL* 

*>*t#x./io smc, &timfiL&Bmm\,z&\,*x^ thorns. amz.& 

[0 0 15] 

m.mffi*kfzmi$-®L&)Kt± 1 mm- &*n, kb* l < a, 1 am 

fti^5l?*So tfc, PGI 2T^-^b»i, JfH^ff^iifPffi^inxT, jflL 



ffilE# 2003-3088748 



^ m% 2003-117604 ^ ^- v I 9/ 

[0 0 16] 

[0 0 17] 

(1) ^^^^r/ (PG) r2 7^^F^«^i:t^«M 

(2) nm^m.m^m^m.mm^.x^^mm (D laRoau 

(3) nm&m&m^&skmftBimmmmm^ smmmmm*, mmwmmm 

(4) ^ttm^j-r^^ra (1) sb«o&k 

(5) #mSi^On^7x7M v>f ^nj&y-fe/HR&k t;x7x 
TM#h 7<fJVA»«U IfcW^Jf fin- >y#\X$>&Mm (4) ffBftOftJ 

(6) mmni®fe i fMT*$>2>mm en fei^k 

(8) MjflLi4ii^«wi» • mmm-?*>&WR (2) lafcoak 

(9) ^jflLtt^it#^pssi4w^<b^ ^-y^-m, w/-#?, >t*Mm 

-*>v>ffi-e*>&ift7g (8) mm<7)M. 
do) rD^^^7>^> (pg) — «bs: (i) 

[0 0 18] 
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[0 0 19] 

[0 0 2 0] 
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[0 0 2 1] 

t± 

[0 0 2 2] 
[ft 7] 

(CH 2 ) p — CH=CH— (CH 2 ) q — 

(,) X^ H2)e * ^X3 h2>e 

(m) X?* *** (iv) X^w- 

[0 0 2 3] 

*&*>U R 1 fcfcfcS&BFjPtfcliC 1 -4 7;v^;vS^U R 2 ti (i) * 
*JK?\ (i i) Cl-87Wi, (i i i) 7x.-)Vm$fz&C 4-7 v 
^7i^JH> (i v) ft*JHFF-HH«r*tr 4~7im (v) ^>-*r>3| 
JfcliC4-7'>^n7M ;v*T'fi^ $tLTV^Cl-4T JU& X t tz it 
(v i) M.&8tem&ZtiX\<>2>C l-47;v^i 
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^ #12 0 0 3 - 1 1 7 6 0 4 ^ ^— S>: 11/ 

&£*>U R ^ (i (i) Cl-87Wi, (i i) 7i-;v*$^tiC4- 

7y^nrwi, (i i i) mmm^im^tf4-7M^m. a v) ^ 

(v) M^JM^-lM^-g-tf 4-7M#mt'fim^^TV^C 
^*>U eli3-5 0li:^U flil-30lt^U p (i 1 - 4 <£> 
^ifc£^fc>U qtelttzl±2*mt>L, r 1 - 3 ^tfc^fr-T, fctffU 
[0 0 2 4] 




[0 0 2 5] 

5&*(i i i) Sfctt (iv) Zmt>-£ti2>mx«$>2>m'kMt- (CH 2 ) p~& 
£lf=CH- (CH 2 ) s~^> WJi<Da£fzlib<DtiLW:l l zffi&-t2>i><7)tL, 
R 2&J:U f R 3xp<7)m*. im&b 3H<DC 1 ~4 T)V*)V^ Cl-4 7;vn 

(1 1) (I) T?^£;h,a**->AfN|ffr&U) (E) - [5- [2- [ 

l-7x-;v-i- ( 3 _tfi;y;i/) ^^';y ? >T^y t^V] xf;v] -7, 
8-y*tKnt7^l'>-l-/f;Vt*'m 4fc*±2) (Z) - [5- [2 
- [1-7x^-1- (3-e'Jy» ^f'jr/7^t^fy] - 
7, 8-^tKn^7^V^-l->f^4r->»B|-C**|fr« (10) fasc^j 

(12) yn^^^7>y^ (PG) I27^-X>#1) (±) - (1R, 2 
R, 3aS, 8bS) -2, 3, 3a, 8 b —r h 9 Kn- 2 -fc Kn* 
1- [ (E) - (3S, 4RS) -3-tKn^y-4-^f;V-l-t^f> 
-6--*— ;w] -lH-y^n^y^ [b] >- 5 -y* vfll • h 
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VtfASU 2) 5- I (3aR, 4 R, 6 a S) -5-t Kd + ->-4- [ (1 
E, 3R) -3-t (4-^n^y^nA^fy;v) yny-l 

-jc-;v] - 3, 3 a> 4 f 5, 6, 6 a-^ttFOy^n^^? [b] 1* 
n-;v-2--T;V] >H • ^ ^;vx.x-f;v> £fcl±3) (5E) -5- [ 

(3aS, 4R, 5R, 6aS) -4- [ (IE, 3 S) - 3 u^y^-jv 
- 3 — t Kn^rv7 p n7 p - 1 -^c— ;v] - 5 — Kn4rS"MMJ-fc Kn^>^ 1/ 

>-2 (ih) -4vr>] so*>wtr~$>2>mm (i) ffii^K 

(13) bri&i**©^!* • ?&«jiwt»**iwr« ( i ) mm^n, 

(14) m%W}^}KmnM<D-fU7,^^^y-J> (PG) I2 7^h*ft4 

(15) m&WiQiH'jmwfvxfirjyyy (pg) nr^h^M 

(16) m%\Mm^m<D-fu7,^^yyi;y (PG) I2 7^7F^4 

(17) Pi?L»^^)»<7)^n^^^v>v^ (PG) I27^h^4 

(18) I^H14#mH^^1J£m^J^^t-^/i^O-7 0 n^^^9^v> (PG 
) I 2 7^h« 

(19) Kit « • Mi^lIt^/cfe^^n^^^^Vy^ (PG) 
I 2 7^X>om 

(20) &mmik4&mmzm&-t2>tz£><7>7°uA*jf7>i?> (po 127^ 

(2 1) ^14M^#^l»-^^J^^ati-*fc^^^n^^^7>^v ( 
PG) I 2 7*~XYV>&m, 
(2 2) 

tnufiL^is <t mm&w&m^-vmm^fr hmzixz 1 its 2 ®<^^j t 
^t>^T^^Bu^ (1) mmv>m, 

(2 3) ^nx^7>y^ (PG) I 2 7^ h^M^tnMttl 
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(2 4) 7uX9r?>*J> (p G ) I 2T=r-^h^^^i;1-^)ii^# 
[0 0 2 6] 

I0 0 2 7] 

^^y;v, ^7"^;K i^fr<bO#ltt#-c££o 
[0 0 2 8] 

„ v ^ n ^ * v ;v j3 J: if -> ^ n ^ y ^- & 0 
[0 0 2 9] 

«!*ffl»4\ a*^l1@^^-tf4-7M#^i:(± > T>fe'-K TV-;K t: 
[0 0 3 0] 

ff> T;i^;i^ 7;v^-;i^ r^n^v^ r;w^;v^^^ 

>7^fr) , (R, * . /?@5tt, ^ 

[0 0 3 1] 

[0 0 3 2] 
lit 9} 
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[0 0 3 3] 
[0 0 3 4] 

Mb i o ] 

[0 0 3 5] 
[0 0 3 6] 

[fkn] 

[0 0 3 7] 

ii « -IBS. /? HE**fctt*;fc.&<0i&fr*refca it^u 
[0 0 3 8] 
Mb 1 2 ] 

[0 0 3 9] 

[0 0 4 0] . 

[0 0 4 1] 

[0 0 4 2] . 

^A. Vf-JA^) T^^VdJH&JR (A^>-)A, ^^^v^A^) o 

tt, T^^— >>A:& (t- h^^^-^T^^e-^A^ r- h ^7>^^ A 

> t«7 5> (h'JiWr/, ^f;V7 5>, y^wr/, 
n^>-^;i/T^> % ^>v;i/T^>. 7x^Wr/, t^Vy^ 
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caw***, a**te*c*»Hk mm, v>m&, mmm.m 

7-7^ ^w-r^m^> £,t#m*t> ^^->mm> 

[0 0 4 3] 

[0 0 4 4] 
[0 0 4 5] 

#«B#pp> L^mW-t Itli, ^nx*^^> (PG) 12 7^- 
/;liMWH<, £«b«?$L<fi. 7uk* (PG) I2T 

[0 0 4 6] 

#Hj!#ffl#tK -fu^^^yy^jy (pg) I 2 7^xf £ LTfi, m^tT? 
K&ibtLTV^ P G I 2 Trf^x h^^Em^tL^ P G I 2 7 3-7 h £1"^ 

[0 0 4 7] 

flU&WT. P G I 2 7^-7 h t Lt, — ^ (I) 

[0 0 4 8] 

$<b^-#b£ (I) 
[0 0 4 9] 
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Mb i 3 ] 



B 




[0 0 5 0] 
tLXft* L<fi> 
[0 0 5 1] 
Kb 1 4 ] 

a (CH 2 )— 



[0 0 5 3] 

Hfe* ( I ) c t 3 > R2at^L<li > (i i i) 7x-)l/iJfcliC4- 
7->^n7Wi, (iv) jSStH^HHSr^tr 4~7JU|l3fc (v) 

fctt (v i) M^T-l^^-^tf 4~7M#^«m$tLTv^C l~4T;v^f 
ifl^Klt (i i i) 7x-^f;liC4-7y^n7;V 
Sfcli (iv) a*JR : f-lfl*^tr4-7J|J|t||-C**o 
[0 0 5 4] 

-jfe* (I) f> R3^tT^fL<«> (i i) 7x-;i/iJfc|iC4~7 
'>^n7;^JH, (i i i) ft*JBK^l«*^tr4-7JlJ|i||l, (iv) ^> 

•fe*^t^(ic 4~7 v^nr;v^;v^"eaife$*trv^c l ~4 7;v*;i/S, 
Sfctt (v) ftJRlK^iflfc-ft-tr 4 ~7M#^-esm ^ttrv^c l ~4 r;v^r 
;H£-?*!K L<ii, (i i) 7x-;^tfdiC4~7v^n7^ 

£fct± (i i i) a*JK^-HH**tr4-7Jli|t5lT?**o 
[0 0 5 5] 




[0 0 5 2] 
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ik&m i : (e) - [5- [2- [1-7x^-1- (3-tryy>u) 
K 

[0 0 5 6] 

Hti 5] 




jCOOH 



[0 0 5 7] 

4k&®2 : (z) - [5- [2- [i-7x-;v-i- (3-eu^;v) 



[0 0 5 8] 
[Ifcl 6] 




[0 0 5 9] 
[0 0 6 0] 

£ tz^ flfe?>PG I 2 7^ h b LTJi, (±)-(lR, 2R, 3aS, 8 
bS) -2, 3, 3a, 8 b —f h 9 Kn - 2 - KD*<>- 1 - [ (E) - 
(3S, 4RS) -3-HKn^e/-4-^f;v-l-t^f>-6-^f^V] 
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^-y: 18/ 



-lH-v^n^ [b] ^^/77>-5-^>t- b U -7Ai£. 5- 
1 (3aR, 4R, 6aS) -5-tKn^>-4- [ (IE, 3 R) -3-fc 
Kndpv-3- (4 -:/n tf;i/->^n^^rv;v) ^o^-i-x^] -3, 3 
a, 4, 5, 6, 6a-A^fttKny^M>^ [b] — f;V] 
^f^i^fiK &£tM5E)-5-[(3aS, 4R, 5R, 
6aS) -4- [ (IE, 3S) -3-y^n^>f^-3-t Fn^y^n^ 
- l -5-tKn^ryA^ttKn^y^l/>-2 ( 1 H) 

[0 0 6 1] 

, (E) - [5- [2- [l-7x-JV-l- O-tfUv^V) ^^ij x>T ^ 
/t^fy] -7, 8-vt:KDt7^V>-l — f;v^^">ftH 

»1) it. HJfcflJ2 (g) £1B*$*LTV** 0 
[0 0 6 2] 

ttz, (Z) - [5- [2- [1-7x^-1- (3-ei;>?;v) ^f'Jf 
>7^/t^ry] -7, 8-"7tKnt7^l/>-l-'f;vt^yii 

Mfr£«r2) (i, HJ&M2 (f) K3B|ft3*L-Cv>£ 0 
[0 0 6 3] 

(±) - (1R, 2R, 3aS, 8 b S) -2, 3, 3a, 8b-f b9HK 
n-2 -t: Kn^v- l - [ (E) - (3S, 4RS) - 3 - Kn^>- 4 - 
1 -^-^t-^-6 -^f-;v] - lH-y^n^>^ [b] ^>'/7 9> 
- 5 >m • b V * AttOJUfcfrSsWU #HP6 6 2- 1 3 4 7 8 7^mB 

[0 0 6 4] 

5- | (3aR, 4R, 6 a S) - 5-tKn^y-4- [ (IE, 3 R) - 
3-hKn^y-3- (4-7*n^y^OAify;i/) ynr-l-x^i/] - 
3, 3 a, 4, 5, 6, 6 a-^#tfc Kn->^n^>^ [b] tfn-;v-2- 
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^ ;v] • *?-)vx.7s7-)\'<Dm3k-ftm$, 1-3051 9-^ 

[0 0 6 5] 

(5E) -5- [ (3 a S, 4R, 5R, 6 a S) -4- [ (l E, 3S) - 
3 -v^n^>^;^-3 Kn v^n y- 1 - - 5 - t: Kn^yA 
HtKn^>^>-2 (1H) -JVr>] ^> ? >Wi<DWklk1fm±, #R! 
HS 54-13054 3^IK«B#fcffi«$;ftTV>-&o 
[0 0 6 6] 
UMIHa^Ojiffi] 

PG I 2 73*-7 b (Mxlf, -$b£ (I) "?7FZtlZ>**zs&mmfcttzi± 

mm. *mt&&&. M&Lwmm. mum, s*-*>v>mm ^m-mmm 

ttttft&e) #gg« GBBteMlffjfe, MSf';^^^ 
) > MffcSHfeSi (im ^n^->^%) N ftjg 

/<-4r^y>^ Tw^-*-m> ftti&mwm , m 

[0 0 6 7] 

3) m*m$<»m<omftm<nm$L 



miE#2 003-3088748 



^ #02 0 0 3 - 1 1 7 6 0 4 ^ ^-v: 20/ 

[0 0 6 8] 

, ^fr^ti<Dfrttmmcxi>m%^x^xi> ctv^ 0 

[0 0 6 9] 

K, ^^^^lx^-^-K (DNA, RNA, , T 7*3 4\ 

jWlIitt^U «!O*?Kl«r0.01^Ml00««Kfflv**LtfJ:v»o IfeOl^Jfite 

[0 0 7 0] 

[0 0 7 1] 
[0 0 7 2] 
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^ #M 2003-117604 ^ : 21/ 

[0 0 7 3] 

yD^^^9>^>^Jfc LTfi, lajilf, PGE1. 'J#PGE1, 
[0 0 7 4] 

[0 0 7 5] 

[0 0 7 6] 

[0 0 7 7] 

mfrb%tmmn%t5-z*L&i)\ t^ttA-ASf:^ -nicog, o. i ng 

[0 0 7 8] 
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^ mm 2003-117604 ^ ^- v : 22/ 

[0 0 7 9] 

[0 0 8 0] 

o 

[0 0 8 1] 

ttz&MMM « B B H -b;vn 

{y)v?^ym., T*'^*?yWLm mtm^tt, %m\'^xm\itL.xm 

[0 0 8 2] 

tih(Dm$M) \z.mm, mmttzit%ikz*iz> 0 zbizz^mnt, mmm, m 
mimk $utn, tm#j> imm, ^mu mm#m*^Lx^xi> 

<tv> 0 

[0 0 8 3] 

&mnft^<7>tz®<Dftmm<7)Mmzi±, mz.&> Y)vm, 
> m^M, ?iffl%u i)~*>vm, mmm, mam, **fv- n, &miu 
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^ mm. 2003-117604 ^ ^ v : 23/ 

[0 0 8 4] 

^) , mtfrmm (31*7*1; »/rA mm^y* 

n2ta±t«frtriBv»e,#i4, smc, ^«o> mfflH, *^ww, want 

[0 0 8 5] 

&to&zwim#waztix\'*2>i><Dfrbmtftiz>o mm* emta'^-a, ( 
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^ Sfrm 2003-1 17604 ^ : 24/ 

[0 0 8 6] 

^y-A5W»±^tfc»±a'«r|6ffi$*LTV»4ft.^r^J: «,i£ft;£> 0 Miff, 
&o ^U-A^Jfi^^^v^iS^ffl^ttrv^^o^Cj^tt^o 0flx.tf 
=t-;k s 1, 3 --msyyv , iS|fc7;vn-;v (2-^ 

[0 0 8 7] 

S^#J fi<2rfti £ £ fi®HH£ffl $ ftT v> a i ») $ ft& 0 ft x. l£\ t> 
t TtfcSi $ ft. a o J±<&£q& & v> $ ftr v> £ t> 3tf ft & 

*»>*A*0 \ tK> ?#^Mffij^iJ> *&*##j&U ^ft^±^J^f>®{^ft-5>^>0# 
[0 0 8 8] 

mtmtft&ttzimmmztix^&m^Kz^mykzti&o mm, x>t 

ft&o lM^'Jffl^J(±<&*n^>^V>(±a#^ffl$ftTV^^<7)^Ib®^ft^ 0 ^IJx. 

[0 0 8 9] 

y ^ > h #j (±^p t t z izmn&m $ ft r a k «t $ ft * 0 #n wr 
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^ mm 2003-117604 ^ ^- v : 25/ 

„ £j>fco£fct±^*ua±o*£te%&^ r;v^-;v (jc*y-;K ^ijifv^ 

[0 0 9 0] 

&£v> 0 ^yv-»JO»ii^riSfet±. WAJf^HW^ 2,868,691 ^teXZfmmS 
,095,355 ^ZftHtiMZti'C^&o ^TV)VMtLXi>mt>*^o 
[0 0 9 1] 

ti&±<Dfsm!im*mmzfem, mmttzmnt^^xm^hti^o mmtvx 

[0 0 9 2] 
[0 0 9 3] 

<r>m\t trti, -e-omw*tt»3W*/stt& 
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#K 2003-117604 



^-v: 26/ 



[0 0 9 4] 

[0 0 9 5] 
[0 0 9 6] 

WM#J & if £ #3? J6 £ tltM L T IM $ *t 4 o 
[0 0 9 7] 

(ft^>Hf;v=r-^A, ^9^^) . iRJR^3W*if*'J&5?twJtgDTJiM 
[0 0 9 8] 

o 
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mm. 2003-117604 



^-v*. 27/ 



[0 0 9 9] 
[0 10 0] 

^womm&^b tTii, fet«^yn^^^7> (pg) 127^ 

o 

[0 10 1] 

r-t^ttw, 70D^7xrm t/^7x7») > a*a*«w (« 

[0 10 2] 
[0 10 3] 
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!$m 2003-117604 



: 28/ 



[0 10 4] 

^l&^ic^ffi^tt^ ittib^^rt^?tt^^S^^¥^^*{i^2 , 
0 0 0^1^8 0 0, 0 0 0<Di><DO>mt L<, J: »>€P* L< ii^j5, 000 
&v>L&j2 0 0, OOOf^oix.^ *°V$m^&^T, ^<DMM.^^ 

mtms, ooo^^ioo, o o oo^om tv^o s*>£$f£ t < itm 

6, 0 0 0H»50, OOOWo ^'JWt S^&^iBt^&K^o 
thOTOhfil) 10 0/0^f)|!)5 0/5 0 (W/W) timt L < , 9 0 

/i o^f? 5 0/5 o (w/w) t^o 

^^fifi^ 5 , OOO^ftlOO, 0 0 Orffti tv> 0 t< it 

miO, 0 0 0H8 0, 0 0 OT?2b-5 e ^t-^'J g# 

[0 10 5] 

GPC) -CM^L^^y^^-wm^^iSrV^o 
[0 10 6] 

^<0^3Stg14<^3i$ fc, @ ft tir&mnih T^x. ^ii: rt ? T~ £ , 
»fMil^-gi^&SfK#LT&0.2&v*Ll 0, OOOflf CMJfc) <^*-C"fflv* 

[0 10 7] 



mmm 2003-3088748 



^ #fl 2003-1 17604 ^ ^- v I 29/ 

(i) y^^M^ (o/w^) ttmz&^xit, t-r^w^m i &M^<D^ 

^t'Ciotl^^.^ —^^{±^0.01-^18 0% (v/w) fribjg{£*U>o $f 
£ L< t±jfe0.1-*5j7 0% (v/w) „ $t)l:ffil<tt|n~l)6 0% (v/w) t? 

[0 10 8] 

^Ojtjgfc LT, i&O. 001% -HRJ 9 0 % (w/w) . ffiL< ti&0.01%~$) 8 0 % 
(w/w) , $f>t«fJt< (i^0.3~ 3 0 % (w/w) -C&&o 
[0 10 9] 

»±— tfcWtwfiMffi#WO*&lfl!f-ft 1 0, 0 0 O^ib^iftL^o SfcfcSjFSL 
<li, igj2#~j&5, 0 0 0^ibM{^tt^ o WJL<li, ^515~$j2, 
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^-v: 30/ 



jv^y^f^-b^n-x, l/yf>, ifri^f fbtL& e £*Lf>f±}g 

1%~&J2 0 % (w/w) T*&3o t< ttmoi%-»l 0% (w/w) „ 

#1*0 f L < (±&j0.05%~$j 5 % (w/w) TNfc&o 
[0110] 

* if* , w x. »w® jgtt3w»«t * \t 7 )v u - )vmx~mmm. •) & l 

(2) iftSW&ft&fcJ: ()vOnx7x7«t^i:^ &#l*3$M*tt* 

^fb«Ei«rto^r«*i»* n$-£vf ^^7xr frWK-r&o /X;v^ 

[0 111] 
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^ mm 2003-117604 ^ v : 31/ 

**ms Lfc&, mm (-b^n-^a, hswo * 

[0 112] 

ft, **V*ttSt*k m M£> ^J-At« 

[0 113] 

[0 114] 

~^J3 0 0 ^mOfEH^W^tL^o $ff L< 14, ft 1~ 1 5 0 ftm, ?f>^J 
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^ #11 2003-1 17604 ^ *? : 32/ 

[0 115] 

[0 116] 

> J&A (#15 Okg) mtz*)^ ^RttJft^fcLT#b0.001n«^e>5 0 0mg o jfi L 

< Ii*5j0.01mg^e> 5 0mg£ 1 allfljfcv* L 3 1 i v» 0 

[0 117] 

< SrffFfflfi-r * 7t ae> ^ffl03^»JR<O fRl-t ^ J: triffll5fe|gE^<7>^fc A «r x. 

mmi : taMM&Mmsm&mg. Lin vino) 

*U U !&*«ISl±ltK^J&««SBNA-121DS:^fflL^o ) £3c 

m-r&ZtKX*), &*^)VizmsmZ&lsaLfc (0.5 mL/well) o *£*I3#}3, 

i^Wsj:^!^, &#kfi> DMSOO.1%, <b^l 10-9, 10-8*3 * flfio-7 m 
ol/L, VEGF-A 0.1, 1*5 J: 10 ng/mL, HGF 0.1, 1*3*0*10 ng/mLt U #^Jg 
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^ mm 2003-117604 



^-i?: 33/ 



(#ft*&*ttMi±s) zm^xmrnmrnz-x ^m^m^^f^tz 

o fftfti, Chalkley Grid y KV>X, #*^B^5$;£tt) frHfttttO& 
BR 1/ > X LChalkley Gr id<D 7>^A tC@E« $ *l£ £ ^ $ tifc^B 

v-rzztKx vm^fczwrnLtz mm^m±j Pathoi., i 

77, 275-283 (1995) #hb Lfc) 0 t) y Y\±\ z-frhtz*) 12 y jjffj v\ -e<7>f0 
[0 118] 

MitLT, It^l ( (E) - [5- [2- [l-"7^-;v-l- 
(3-f'Jy» ^f'Jf>7^t^ry] J^V] -7, 8-ykKnt7^ 
1 ->f )\<***ywm) it, >7f;vx;V7^vK (DMSO) tw^LT, 
10-4, io-5£ £0*10-6 mol/U«£fI^ 1%mWLTl/lQ00mK%iffi.LXi%.mL 

tZo 

[0 119] 

VEGF-A (Vascular endothelial growth factor-A) ii, ^MMMti&Z&ttOtfa. 
^ffigLX > Y \J-)VUm* v h K^t ^^>VEGF2^g/mL^^i§#^-??#DlLT^ 
^9 o 

[0 12 0] 

HGF (Human hepatocyte growth factor) fi N R&D systentf±— v$c^^ 
?>iAL £HGF5 g/mLm^mmx^m L T^ffl L 7c Q 

*tt£Dunnett^ (MfJJtt^) ^i^Jt^bfCo Wit7.M¥U;i5% h L*r 0 
[0 12 1] 

[0 12 2] 
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^ #12 003-1.1 7604 ^ ^-v : 34/ 

&mm2 u*m&mm3: (hrf. vrgf) gam&iiaQM^ Qn_sdixQ 

L. 

#t >&J*«MI*j|BIIia**e>fllJs£) £3B#|fl:Jg*U ^Oti:^fi (*g»il£tejfiL 

MSCtCif), #*^/Wcfc&fcas&i&lrabfc (0.5 mL/well) 0 ««aS*5J: 
^^{iDMSO 0.1%, 10-7 mol/Li: U ^3^x;i/f offlv^ftt/c 

o *g?*H5$&ffU Hte&K 2, 6, 24, 4843J:O f 72B#^m^^Ji?t^^L/wo 
^*±rt4'OHGFi3«tU f VEGF^e^Jg^EL I SA^r-y h (R&D syste 

[0 12 3] 

££ N MliU, It-g^l ( (E) - [5- [2- [1-7X-JV-1- 
(3-H 0i ;^;V) -7, 8-yHFnt7^ 

U>- 1 --f ;i/*3rvff^) S^^/l^/P?*-*^ K (DMS0) 
10-4 mol/Li£$fc£SBSg&, 1/lOOOfg fcftJR L T^ffi Ltz 0 

[0 12 4] 

[0 12 5] 

JS«72I^MIfeOiateft*«r*l JC^-to 
[0 12 6] 
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[mi] 

Ml. 





HGF (pg/ml) VEGF (pg/ml) 


t®Nmm (dmso) 


110±16 2004±76 
518±15*** 3034±30*** 



: p<0.001 vs 



[0 12 7] 

[fft*] 

ft^* 1 tilO-7 mol/L0^072P#r^*^43V^T^^HS^Jt LT^ft^6t> 
fc*r*fc H G F gfi & i tf V E G F g£ <7)M£ * iBte o 

ill 1 

^';?Lm-^v (&t\ plga t w&f Ei~ & ) (#i;su* : 

n-^m=l : 1 0=e>l/%) , M s F*&5^f*40,000, PLGA5-1, MITSUI TOATSU C 
HEMICALS) 100mgMfc^#l (5mg) ^no^> (lmL) af$t|Itfc 0 T 
Kn#$y** MARK II 2.5M) &Jlv>T, 5, OOOrprnT'^ L /SO. 1 

%#Vtr:=./UT*3->u o*-*^ f-***fe££tf±) 7jc?#$t ( P H3.o, lmwtK 

iHtfBfcHftSHi-fcflK &<b^Jtll (H^ 05PR-22) £fflv>T. 3 
,000rpmt?10^wat^MILfeo JhifrfclfcS. ffittJBMftt (35mL) T^ifciU 
*'M3«»*:/8v>T, 3,000rpm-C10^W»^«ILfco ±it*Bfc&. 0.2%Tween 
80f& (35mL) -e^ifcm, 3t^IS«:ffiv>t, 3, OOOrpmTlO^^C^SI L£ 0 

mtmm&& (35mU xwmk, w^^m^m^x, 3,ooor 

7x7W9Sr«fiLft 0 
Ml 2 
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^-v: 36/ 



3-^at=i:i > ^4^^420, 000, PLGA5020. fn^^XH^ 

S*^tt) lOOmgMI^tfl (5mg) <D*J?uu*9> (lmL) »jft«rW«L^o * 

iifl 3 

3-^=1 : 1 , 2*^5^*40,000, PLGA5-1, MITSUI TOATSU C 

HEMICALS) lOOmgUfc^l (5mg) ^nn^> (3mL) »«SrP«Lfe 0 

®$|JMK 2*3J:U ? 3^aSL/iv-r ^n^^^T (^-TtL^lOmg) ic^S 

Wlt^ 1 0-M"**ll5aai«E#:^ D7^77^- (HPLC) X-Mfe U 
•7^f ^ n x 7 x 7 ff^Mt 1 A^if^Mi: i 0*ffiLfc o 
[0 12 8] 

885&£^r*/&a&Jt X 100 

»W 1 «^) v^f ^ n ^ 7 x Tlili70. 9X^»Ai$"Ci >) , «U 
W2©-7^f^n^7x7Si JilOOXOifr TJW'C* 0 , WJM 3<^)vOnx7 
x. 7»Jfi74. 3%?>£f A3Wt?& o 7t 0 
MMMMMJZ (in vitro i) U n^M^) 

»J#!!l, 2i3J:^3T^3tL^^^^n^-7iT»J^, HtftLTlOO^g 
/mL H&&£7 K0.2%Tween80 1/15M pH6.8 'J >m#W^Jnx.T, MftfetoS 
k^;v-7-^^X^T^-^^ffe$^7t 0 lmL-ro#^tC/h^^LT^L, 37^ 
ma«tcXtL/io mWWKm&Z 7 V >^£?roT12,()00rpm-?5#MS'fc 
#f£U fljaWavF^?^"- (HPLC) £ J: ot^l/ y b $*<W4 ? 
7xT rt^ffr^ft 1 O^f * 8!!5e L tz 0 
[0 12 9] 
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Q #M 2003-117604 



37/ 



f:70n^7x T»8iJO*S* £ El 3 K N $Kjt^fl 3 U7^n^7iT 
S^Ojft*fc|8 4fcjjr*-o 
[0 13 0] 

H2> 3*5J:0 f 4 4 , O^#^i:t±, 4 - v -V Mzjfrt&* vOnx7 
[0 13 1] 

^Ofgm> Wfflm 1 Ov«f ^ n^7iT»»Jt±14B Mt?»40%* U V -X Lit 
o »J^iJ 2 «7^f ^ 7iT*BBl»±«jl0H We^»* U U Lfc 0 £$Jttl 3 
?)70nX7x7 »J t±28 0 IQ -CltJ60% £ U V - 7, L tz 0 
mffiMA :mmwWiMmYM (ASO) *TJk£MlilitMMM£MM. (invivolfci# 

?f b3£E^I»»#JR<r«f*L^ AS0*7';l'£ffcSLfco ft«t2aBHfelCLaser D 
oppler Imager (Moor Instruments) &ffiv>Tt^<^Jfll«!L:lt&$lJ^ JfilijtLi^^P 
l3t*M*fcfc* J: 9 6f£ (n=5) fc#$WLfco 
[0 13 2] 

SWHtffiB «t flttlfcifc* lflHUC 1 0, if4IK it^liaPrtlEtt^O.l mL/site 
, 2site^lfc%3?£^lW?-L*:o *i^#»TB*&l»W& teller Dopple 
r Imager (Moor Instruments) £ffl^Tf^<75lfiL^fi&ffilJfeU WiWB. C£J£) 
£MSJ£ (£jg.) ojflL**«rJt«5ftWLfco ft*£^2 Kjjrfo 
[0 13 3] 

(Control) i£ ! 0.2 w/vX Tween 80v#i£ (0.2mL) 0 
jtf V (Polymer) m : «J#U 1 TMfcJB n -^Bfe*M^ 

£0.2 w/v% Tween 80?#^ (0.2mL) KJRiRLfco tf'Jftflfe-^y 
tt^lMS (lmg) tC^^**tRCT?** 0 
1 (lmg) # I ik&m 1 (lmg) £0.2 w/v% Tween 80v#i£ (0.2mL) tC&ffi 

Ltzo 

tt&m 1 MS (O.Olmg) $ : lfc£-t> 1 ^O.Olmg^fti^ »J#J 1 -cKSiLfc^'f 
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38/ 



^n*?^T»J£0.2 w/v% Tween 80v#}£ (0.2mL) KSSJLfco 

it&ty} 1 MS (0. lmg) m : tt&to 1 rt ? 0. lsag£* tih „ 9&m 1 t?»fi t fc^*f * 

-7^7$^ £0.2 w/v% TVeen 80?#?£ (0.2mL) fcJRj»Lfco 
ffrfrWlMS (lmg) PMb^l:& ? lmg^-;£ti£, »WJm "?«3iL£W * n* 
7x7i^*0.2 w/v% Tween 80?#?£ (0.2mL) I'MMLtZo 
[0 13 4] 



[*2] 

^2 







Control 


67.3 ±5.1 


Polymer 


68.7+4.1 


it&m 1 (1mg) 


76.2±2.8**** 


1 MS (0.01mg) 


74.0 ±7.1 


\\&m 1 MS (0.1mg) 


78.3 ±4.6**** 


ib-a-^ 1 MS (1mg) 


89.0 ±4.4***** 



**: significant difference from Control at p<0.01 (Student's t-test) 
##:significant difference from Polymer at p<0.01 (Student's t-test) 
$$:significant difference from ik&m 1 (1mg) at p<0.01 (Student's t-test) 

[0 13 5] 

mm 

tt&mi (lmg) (0*^4^^ Control^** U W^&M»OtaWJt.<b*L 
tzi)\ Ml^)7O0X7x7 (MS) IWJfcig:#1-*£fcfcJ:»K ft** 1 
(lmg) KJfcU $ f> fi/io 
[0 13 6] 

s Ib-^IMS (O.lmg) HXmt^mim (lmg) K:feV>TteWlifcmifc*5fc2*3& 
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*<— 9 J : 39/ 



(i n v iv 0 |£B$) 

5? h£^l»l6#JR4rtt*U AS0^t*;V^«L^o fl?»l»IH&K:Laser D 
oppler Imager (Moor Instruments) &fflv»Tf^Ojfiiij!E4£$J5£U JfoLiftitf) 3 !* 
^fl&WiiarJWfcfcSJ: -5 4W (n=5) K&frtfLtZo 
[0 13 7] 

#fr»t»BJ:D*«iS*ljimfcl|HU ft4Hk ttMfaftim (#'j7-» 
> ffrfrWlMS») £0.1 mL/site, 2sitettlfeWJR«rjBrtrt«:4-Ufeo 
TH**?>lallB3^HLaser Doppler Imager (Moor Instruments) trfflV^T^JK^ML 

[0 13 8] 

# 'Jv- (Polymer) S£ : »J#!J 1 "C^ffl Lfc# V $LBfc- ^ V a - 
£ 0. 2 w/v% Tween 80v#i£ (0. 2mL) K Lfc„ ft £ , *° V JU& 
*m^#:0*t±. 4fc£*lMS (O.lmg) tc-&itL^*t|BIU^*a 0 
ik-a^J 1 MS (0.03mg) i¥ : tt&m 1 rt*0.03mg^-f $£900 1 -CMSiL/cW 
^D^7x rl^J SrO. 2 w/v% Tween 80^^ (0. 2mL) KMM Ltz Q 
it&miUS (O.lmg) i£ : 1 t&*0. lmg^-t ti& > ££#Jfll 1 t?IK6 Lfcvf * 

7^7^20 £0.2 w/v% Tween 80i#f£ (0.2mL) KJgiBLfco 

1 MS (0. 3mg) m I fc&fo 1 # ? 0. 3mg^-$ *l£ N m&M 1 T«lf:-7/f * 
n^7x7»]*0.2 w/v% Tween 80^ (0.2mL) KJRSLfco 
[0 13 9] 
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^-v". 40/ 



[^3] 




^3 








Polymer 


57.3 ±4.5 


tt&m 1 MS (0.03mg) 


65.1 ±3.7* 


it&m 1 MS (0.1mg) 


68.4 ±3.2** 


1 MS (0.3mg) 


72.7 ±4.6** 



*: p<0.05 vs Polymer (Student's t-test) 
**: p<0.01 vs Polymer (Student's t-test) 



[0 14 0] 

Ml©70n^7i7 (MS) S#JI±#W-#fcJtU JHMffiWWfcJfiL 

ft^tflMS (0.03mg) *&tf*fcm«E*&#»^ffl 
tLTfeo ioT, HJfeflfl 4 K «t 1 MS (0. Olmg) T?l±;£jft fcjfiLSte* 

Ilii : a<a*tftlRlfrfKte (ASO) ^y^frfflv^rtjL«MikftM»:lHgf»^o 
(in vivoMIfe) 

5? h;fc^S&S«&^&U AS0*r)VZftmLfz o fNR 1 igHH&KLaser D 
oppler Imager (Moor Instnments) &ffiv*T?£)feOlMJt&$IJ^L N JfitfjfLico^P 
$MiStf*«i3r*^fcfcS J: -9 4I£ (n=5) KffMLfco 
[0 14 1] 

% ffc&*U«k Ifc^tUMSif) i3J:TOW±W (*&fr«rllB») KO.lmL/sit 

e, 2site^mmn^mmn^Lfz 0 mm^TB^hmmm^ser do PP i 

er Imager (Moor Instruments) ^ffiv^T^OMS^^eU ftSsHJS. C£J£) 
[0 14 2] 
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^-v : 41/ 



(Polymer) i£ I S£U£I 1 TMfcffi LfctfV 3-^«*E^ 
&0.2 w/v% Tween 80*#i£ (0.2mL) ClILfco fc*5> #V SU*-^ 3-^81 
*l^<^i(t 1 MS (lmg) lc^i*L&*i:raCt?*So 

-fk-frWl (O.lmg) f$:it&tol (O.lmg) ^0.2 w/v% Tween 80i#T£ (0.2mL) K 

albums (o.img) m:ik&mim.i&&ttL&, *&m 1 "em^u/i^-f 9 

T»J £0. 2 w/v% Tween 80?§?fc (0. 2mL) £JB&B Ltz 0 
[0 14 3] 



[^4] 

MA 





mW8i/&MW:&<o ikffi&lk (%) 


Polymer a) 


57.3 ±4.5 


tt&mi (O.lmg) a) 


60.5±3.1 


-fb^#> 1 MS (O.lmg) b) 


56.9±5.6 


1 MS (O.lmg) a) 


68.4±3.2* 



a) : tz&faxmm-n&ifo&^-fc 

b) : ;&jE#±»5»fcJBiai*j«# Ufc 

* : p<0.01 vs polymer (Student's t-test) 



[0 14 41 

<t^iMs (o.img) <o^iE^±mu^<om^^^n^m.Wum<ommm 
&5-x^±m^%fo.mm<nmmmim#>bti?> nm/mm (ms) ows&tt**^ 
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^- v : 42/ 



h£^lMfc£iS§l?U ASO^T-^^r^LfCo ffclU iSF^KLaser D 
oppler Imager (Moor Instruments) %m^Tl£B.<DtfnMS.*ffllfc L> JfitfjfLiO^P 
^g^nst^^^^^, j;^ 2^ (n=5) tc^ttt^o 
[0 14 5] 

*Nft#*l-TB^?>l3lKI^*5«tU r 2aM^lwUser Doppler Imager (Moor Instrum 
[0 14 6] 

# (Polymer) ^ : 1 "TMfcffi L *° l J ILBfe - /'Ja- ^m*M^# 

&0.2 w/v% Tween 80i#$ (0.2mL) KIRiBLfco ?Lm~^ V 

*fi^#OJtt±, <fc^lMS (O.lmg) K<£ttLZ>mtmC"?*i>Z>o 
M&VOI (0.3mg) S£ I tt&fy 1 (0.3mg) £0.2 w/v% Tween 80vt$[ (0.2mL) K 

[0 14 7] 



K5] 

t5 





^SS/i^SJ£^)i^Itt; (%) 

2lHjaS-^ 4lElS^ 4lHlg^ 


Polymer 

1 MS(0.3mg) 


49.8+5.8 57.3±4.5 61.3±2.5 
59.9 ±3.7* 72.7 ±4.6* 72.4±5.7** 



* : p<0.05 vs Polymer (Student's test) 
** : p<0.01 vs Polymer (Student's test) 



[0 14 8] 

DB*] 
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4fc#f&lMS (0.3 mg) it, %}m&-5-mQBB (2|U§$:4-3S?&) T^IfiL^iz:^ 

&v>t & io%fSEo^^jfii»fL*(7)jtin^^ f> ttT^o Mff^Kt^mi^o 

$f*WJ^&£ & <t^2IllS^#3B^T'ii<b^ 1 mtt^^C t^<b 

^$u^ffl#«ofi^ffl k x %jm>m.m\ffi)%zx~$>%> z t tmm: z titz 0 t tz, 

#13 mm) ^M^^fio ^J^#fiX^°^^#^T*;H^0 (¥#i**-Tm) 
^1B1HL tt-HEL *fett^«»Tft*J:07H|feOtf2ia, 

[0 14 9] 

# U v - (Polymer) » : Kftjftl 1 "e^ffl L ft # 'J ^3- 

£0.2 w/vX Tween 80&ifc (0.05mL) CSLf: 0 sjey&Bfc-^y 3-^ 

^t/iMs (200^ g) ic-g-tK^itrac-e^^o 

1 (20 /< g) S£ : 1 (20 // g) &0.2 w/vX Tween SOmW. (0.05mL 

i\&m 1 (40 yu g) : {k&to 1 (40// g) £0.2 w/vX Tween 80?M (0.05mL 

) izmmLtzo 

item 1 (200 ^ g) m : <b^ 1 (200/. g) £0.2 w/vX Tween 80» (0.05m 
L) KmmLfZo 
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<k#Wiiis (200/. g) m:4k&®ia>*2oo M g&tfiZ, ^l«Lfc7 

^^n77xT»JR2 w/v% Tween 80i§f& (0. 05mL) HJKS L tz 0 
it&® IMS (400// g) 9 : 1 **400// g^Stta, M#J#!l 1 -CiUjiLfeT 

On^7x 7WkM £0. 2 w/v% Tween SOmW. (0. 05mL) KJKffi L tz 0 
[0 15 0] 
1^6] 
M6. 





^jKy^lIi(g) 


(mg/g wet tissue) 


Polymer b) 


0.4542 ±0.0303 


1.973+0.564 


i\&mi{20u g) a) 


0.3843+0.0681 


2.403 ±0.533. 


ft;-^ 1 (40 ^ g) a > 


0.5136+0.0938 


3.010 ±6.808 


it&W 1(200 At g) b) 


0.4123+0.0320 


1.964 ±0.289 


ib^lMS (200 m g) b) 


0.5317±0.1413 


3.523 ±0.482** 


Yt;^ IMS (400 m g) b) 


0.5655+0.1130 


4.822 ±1.21 8** 



a) : 1P1®14B^S:«S# 

b) :7HP f gpg2IH&-£ 

** : p<0.01 vs Polymer 



[0 15 1] 

CIS*] 

fl^tflMS (200/. g) (7BMRI2IiltS:#) fcilWfr^J&lMS (400/. g) (7 

>*]**»£ LfciB*, # 'J"7-ii Jfett L^fit £^ tf ^a&gOJgfln^a 

flStU JflLWff^^^'btL^o it&bl (20/. g) 

#) 3&&mY&®l (40/. g) (14HMJR««c#) Kfcwctt, X # V 3> fcJ&R 

ofc 0 tt&tol (200/. g) (7B^PB2[pI^#) tei5V*-C«u 
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V : 45/E 



[0 15 2] 

[HI 2] »J 1 T"ti t^v^ ^ 7 x 7S^J<7) 'J 'J-^^^T^-f 

o 
o 

m 4 ] »jm 3 t v * n * 7 i r sag <7) v y - * 

o 
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: 



1/ 



[mi] 




ftl&LE DMSO 1Q-9 10 -« 10 -7 Q.1 1 10 0.1 1 10 
ik&yd 1 VEGF-A HGF 
(mol/L) (ng/mL) (ng/mL) 
*p<0.05*3j;tJ J **P<0. 01 vs 4te#k§ (Dunnett^^) 

[HI 2] 




*8 

Q 40 - 
f 20 - 

A3 



7 14 
Time (day) 
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^-v*. 2/E 




i±JIE# 2003-3088748 



0^ #12 0 0 3 - 1 1 7 6 0 4 ^ 



^-i?: l/E 



mm 

imm (PG) I 2T3--Ah*m$hf&frbt2>\ 

W)$k) yuxtVyyity (pg) I 2 7^-7, HifiH1»mH^<Djg£M 
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Q mm 2003-117604 ^ 

tWailOtf #M2 0 0 3 - 1 1 7 6 0 4 

50300671549 

HSffi^Jijg 0 0 9 4 

ftAB «15^ 4H23B 

<E5cfil * • #HHMR> 

[HffiB] ¥J&15^ 4£22B 
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[000185983] 
1 . 3EM#/§ B 1 9 9 0^ 9 M 2 B 

ft Bf ^KJff^Klfr^ifeEji^IIOTg 1#5^ 
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